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(57) 

*5 # -5 ^ffi^ h ^-r & «<z> »gi. £ 

[#P&#J£1 y ^ <k ± y i: 9 ig LIB 



1 

^ • *-y ^ ^ utf Kt <^*^ft^?)45 r t *«f« 
[»**2i M^yr^;;^ yi^aat-fey 

[S»**3] ^**y7^»©|(|*{|:^ ^**y 
t h>T — ta^^V'— 1 0 £r^~- KtSmRNA©- 

»t> u< »*^KE?ii^ta*BW*r ^-fev^ • *-y =* 

5mRNA^-gPt)t< tt^ifiSE^J fciffi *fi to * T 
-fc^ • ^-y =f^c^ v^Kds, BayiJ#-g-2*/tfcJ;4<z> 
b< «^*«iB^JSrWt-S^y =0*^ 

[»*s 7 ] y r % / #t*tiitt<Dffim»k. 

MiWl:ti»^7yfty^ * a-y =r>t^ 

k k <o&&m* 6 * 5 t *«« * -r SBf*« 1 <£>tn;ifc 

[»*«8] t hmmm^m^K tvmmmvm* 
n a<£> — ppt> u < fc±mmmm ^ta w« * r ^-t? 

■ ^ y =r* ^ K£v BE#I## 6 . ia?ij#-^ 8 * 

SmRNA<£>-g|$t> b< f*£ifi*Ba^Jfcffii*tt*T 

7^firy^I* 0 
[»*3S1 2] i/^ p t^r^t-^- 2 Sr=i- Kt 

ir>^ • ^-y rf^c^ Bfl?iJ#^-l 2<£>-ffl5fc 
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[0 0 0 1] 

«tei»tty *^?\ *ah£. w*. 
mmmitm. nm^k^i^m^mm, 

[0 0 0 2] 

[«£*C7>&«] «£*<fc9. Sfefe*DNA<©«fiB*gi*»J 
KUt^5fefe*DNA^?)(te?Sh5mRNA (ir>- 

20 it Ijffl UmRNA^e>©^W^ K^fiK«««riK 

^DNAiSffll^ll5rWS#V\ 
[0 0 0 3] mRNA(0*ffiS:3t»f-rSfc«>^ 

tti*, mRNA^&©^ W^^StJgaiSrftiW-t-S— ffiBB 

^ymtLk^&^k&m$}x*ibz>k3%7L 

30 fi, (jAUG^^^x-v/g (initiation codo 

n>aJffiiff^S5SW**T/5ii^#<. «p|:AUG>f=v/ 

^a!l*i& s #?>^^fV^S 0 mRNAc^ir^«3gt>#/ti--< 

fc— T ^^ir y^DNA L^i-V ^ t # 

[0004] ^&m$:mmk'tz>&m&<Dm 

^ hJ (OittTV^^-C^, ^kT^>t: bitten Sr^tf^^: 

#TV^-5 (Cook, S.T. , Ann. Rev. Pharm. 32, 329-37 
50 6, 1992; Tidd, D. M. , Anticancer Res. 10, 1169-118 



3 

2, 1990) 0 

[0 0 0 5] &fc^fem&/<J*^i/y?*^<?>?3M^ 

x «9 . ^<Dmj&nm-Wite*iPi j $>i&, aids kbr 

Z.b&X%, L^fcin vitroCO^/^^T in vivo"CCO$J 

[0 0 0 6] T>^ L ±>^D'NA<DmM&t\^X(0'^m 

5 1 9 7 8 4£<D«feaSJfcettT$>5 (Zamecnik P. C. a 
nd Stephenson M. L. , Proc. Natl. Acad. Sci. USA. 7 
5, 280-284, 1978) 0 *K D T-^>T*fc5DNA^lPlJiS 

^r^lDNA (£AT. D-^-y =fi:l«lBi-S) f*. ^ 
? ixr— tfttif^J: f3ffifl#BB-C^«PSixTb* 5 ^5 

3£t£ ^^fSfc^l^DNA?: ik^mm-t £ r 

O^^u^K (EAT* S-^-y ^^Pf&fE-T^) asgfcje 

[0 0 0 7] ElKiai: bCOTVfty^DNA^tt 
QmRNAt^t tSlE^WStt^ <) o ^ ^ , © 

ft««J-efcSrt, *if^fc(ffe*t5o 

f r t DNA 

4fct*RNAf*3*^ UT— -tf (KT, #^DNase 

3 f t5' M^(omm, 2' tiL<Dmttofct>%z.t>tix^ 

<5 (Goodchild. J. Bioconjug Chem. 1,- 165-187, 199 
0) 0 fti£T*f*y Ktt^fc**. 

^Peptide Nucleic Acid (PNA) ^^x^ 1 ?, 
T >f ty^DNAi 19 t> DNA^RNAIu^t^lo'p 

$m<, %t ut— vizttisxm&xtbotikm^zft 

TV^Si&S (Hanvey, L. et al. , Science 258, 1481-148 
5 (1992)) . ±mf£&<Dm j £telkfcf£feLte\,\ 3 ' * 
«ls:*S*tS:ffl?fiKb^-^»Jt«:®*-t-S J: 5 f-xfV 
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4 

[0 0 0 8] ba»b*2S£>, rix&tffllliflsf*, ^:tt^<^ 
St£(binding specificity) k ±% ftFSM k 

10 NASrEig— isffl-rsa^^w. &mmzD-*i) 

ftt>iSbfcfc^"e*>Si:%x.5>*bri^So 
[0 0 0 9] ££>M3;fc:, SW^bDNA^SOSSft^XB: 

sbry =r*^ K©«anart^ttora)Hfc%«-rs 
i:, ^|o7yfty7|$p p n i bT<0»*»MSi*3*A 
ft (^y^y— ft) icfcsi:u^orfciam-T?fi*v\ jg 

20 k D a <DWk# Z"*9 , R&mfe\s J t79 — k LX^^hth 

[0 0 10] — lftffitt«5»coj&*^«. Jff^. ^ 

30 S k . g'Jf^ffl t bT^KiMT^. iHfbtt* 

Sf^P$, IftjIiLffi. *«!tee*^4:«»ir-SfeBft^*> 

-5^^cOPpm^^r*bTV^5 0 ^^-t^o^ K^fet 

[0 0 1 1 ] ilttSffly ^^^ti, Hffl»l»S:#! 

40 Ufjgf*. ^dSTR*. #ofiKS^^|#^r:b. ov^(c^^ 

<^f&iKtc:«iK»W*l?*^5ft<fPfflb, »W3li 
tb-Cfi*^T-p>f K^^«?S^ffl^t)nT^fc 0 
b^U «iEt?«, ftttBBffiy 9^^f&*^*3^S* 
^7"n-r K»^«lSI!lOS»l««|/hboo*)5 0 ^© 

Ywm&mm\^\i&Ky ^^^m^t^k^b^k^ 

tgffiT^^i-^S^tb-5^^^n^ K^^««S6^SiJ 
50 flsJBas, ffi^_L, i8^?4i/^^fl?)««ot# 



5 

fcfztbX&>Z> 0 
[0 0 12] Z<D£o?j:WiU<D^X\ ^ h h - h 

S:fii:«)iLt, '✓ytf^ FK5 0 6^<Z>«^fcferi 

ffiRl^;^^:*5V^TfiH*^S:Sll4^fflorv^S 0 fi6*fciNf h 

Hfl5LTV^5« rtt^Olh^ h#^V<£>5^ «*Jfi*E 
HT- (Tumor Necrosis Factor :^T. TNF^r B&IBi" 

-CfcSo r©TNFttSt0ttI*l2:»S*4i5*It 

T^o *9 ^ T N F iSiftli J: o T«fetlSft41ffittfc 
lT^5r^^LTV^ 0 t MNFtSWft 23 

7 fl§cor ^ y^iblf^^nr^^ 0 5H=-*fcfci7kDa ~e 

fcS^S. ^ftrt-Ctt 45kDa<0 3*flc«r?gfigLTt^So ^ 
?^(7)TNF^^ti^#4f^t#x.f,tl-tl/^^\ 

[0 0 13] TNFfi, BCG©«ffSilfci*i:, V 

/tf#*f (Lipopolysaccharide: tlTs L P S irB&fBi" 

<D^mx^? u yT—is&TNFm&mmftn&fty 

v^SMS (fifl&tfs U937»«) SrfflV^c in vitro ^gfc 

^^^:*3V^r<>TNF<Ojg^4:SSi-5r i:^s-e#So 

[0014] TNF^flif siNBuari^ift^fcytSo m 

xitf, v^P7r-^e>S**ttfeTNFii N 
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us, Wfi-aMS. flgnsaufa. Jb^^jia, rs*. ^tt# 
[ooi5] n^masy v^^m<Dt&m&m&<D 

Wfejft/tSStK 09;fcfcf, TNFC0— OT'WTNF- a 

swu^t^ c-fos ^fotfae-?-, t b-r^^— n^^^- 

-1 0 (£JIT. I L— 1 & bmm-tZ>) 

9 7 l^ldVane^l^JcoTT^tfy ^<Z>2M7^>f K 

mmmmm<Dftmmft& p g irs>-& r t 

^j«»ft!li:<DH«^ii*feixT#fco Ua»L,*#e>, iff 
if (JEAT, COX<l:IB§Et5) 2 «Sg<^1>©^fc 
t^T^feLTV^COX- 1 i: Witts »*-e& 

«-t-5COX-2^#«E-r5^i:^av^rt:S*tfc (Van 
e, J., Nature, 367, 215-216, 1994: Xie, W. , Robert 
son, D. , and Simmons, D. , Drug Devel. Res. , 25, 249 
-265, 1992) 0 ^(Dmfc^^COX 

-ltfiifto, i l- i commit* ^kymt^mtk 

StbS#*T?»>So ^Jx-fis Lee m^Wt^Xtl^ ^ 
s? P77^^©COX- 1 fSL P SOflJ^&l^JZoT^ 

AyifBEMStti*, LP S<Dmm~£ *JiS*PL, L^tf* 
^^^✓>-^J:>9-?:«>55^s^i2:«i»J*nSc iff 
3^ t hCOX-2©cDNA^^n-yf^tl, ^tt 
J: o T^tt^t-^tt 5 C O X - 2 <D&±<DM»m 

[0 0 16] 

[0 0 17] 7yfty^ffi^»*i:t5l: 
50 ^ x ^tfu— TKSttPt^l^^^/l-^ (VS 
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otfe^ I CAM- 1 &tt$Lk bfcr>^Hrx;** 
[0 0 18] ba>b#2se>. — /RWfctt. «J&OWH£ 

ty^DN A £ £r bi ^#ffitt*«fc«« 

[0 0 2 0] 

[0 0 2 1] Z<D9Sl<D&m<Dfoi&&1&T> s ?'te>xm 

^V^y ©T> PEG^B&IE-r^>) zf*y# 

g|5<b b< KfcfefiSBBWiiffiffiWfcr v?Hr • *-y =f 
* ^ i/^-f 1 K <t <£>*^{fca> 6 ft 5 r i: «:*» i: i" S tt* 

l^Tfcfc, _kfE(£> I L- 1 0 Kt5mRNA©-tJJ 
t> b< tt±lIEJiJi;:tt«ttft7yft^^ • *-y 

^sa^u^w-r^^y Ktwri^i 
[0022] s&i^3©»wtLT % M^yr^/ 
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rcot MNF-aSr^-KtSmRNAW-atK 

^K#. BE^J#^8*fct*BB#I#-S§*l 0CO 

V^n^O--lB5t> b< f4tfeittXBBJiJSr=fir-r-&^y 

[0023] sbtifc, *4©»Hitt, ^*#y 

S:3-Kt5mRN AC£> — $15 t> b< ^^SSS^J fcfBfifi 

ftftryft^ • ^y =r^^ Ki«^^ 
R NA<Z) — 95 1> b < Kt^KBB^fflMW*/* >^ir V 

* • a-y =o*^ u*-^Kas. 2co-a5tib< 
[oo24] y/^y Be^«B^**tt, 

^aBUfeb<ttaiUW**9iSbtcJ;i}«fifcS*tS e ir 

20 y y ^y^K^M^t/nt^ 1 : 1 xfo y> , 

^W^lli 3000 -50000ggT*&£ 0 ^oJ;5ft^ 

yr?/iit y =o*^ vtm-^x 

*-&#*r«j*-rsxKy-y^v:"fey v (kt, pls 

£»&!E-r£ : 9 5/0 9 0 0 9 -*§-) ^V^5^ 

«ft£. ±|2PLS^)PEG/p^^W (£*T> 
PLSP<tB&fS-r^) SrSSffaftfcOt bT«^i--6r i: 
ds-e#. rcoPLSPH m*-\tTUMMWl<ojy&i\Z- 
J;ot«t^-^ s t^ 0 Jfe*3, PLSjocfcO'PL 
30 SP^iSllt «9^.tfiai (a) (b) ©mtU 

[0 0 2 5] £<bt^ ^ffitt3^ft{c:BI^-r5^3ffigtt«i 

L<i«©Rift plsp) \z.£&mmfc* 

\/Jr=?~ Kfi^*PO*«fe (Rajendra, B. R. et a 
1. , Human Genetics, 55, 3633, 1980, Lim, F. andSu 
n, A., M. , Science, 210, 908, 1980) fckoXMMir 

40 [0 0 2 6] 

<^-y Ko^*5<fc^»«>Ey«*oBa?ij 

#■9-1 frbm&m^l 5<DstD K«r, DN 

A-^riMB HvM^v-^^Att^^^^380B) 

^^^/Pv^y^SSrfflV^fc^^^ar^^ hfe (Nucl 
50 eic Acid Res., vol. 17, 7059-7071, 1989) (^S^^^ 
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J*U *-!J I"**? Y<Dmm*X18i (Nucleic Acid 

Res., vol. 19, 5125-5130, 1991) fcLBttSih/fcfrifcfc 

[00 2 7] K?lJ#-§-l H g££pCD2 0lS^f)^5t 

W<Z)lotfc5 I L — 1 j3 5H2^-<?M — v'jc — i/ 3 V 
=» K^*^tp2 OffiStC^t^i-^-kV^DNAffi-efe 

NA«r*fc^» (#»6-4 1185^S) 0 

[0 0 2 8] ^c<itttiiffiy^ 

-^?-<Z>£S&tt«j|ItD 1 OT^TNF - aifrg^^-f 

t^DNAft, K#l#-S§-7teu TNF-alfi^^ 
^^>T v-^^-^-T hSr-g-tf 2 0i£S (TNF-aSfi^ 
ga^ijco 1624- 1643# B ) fc*j76i- -5 *fe Is* D N A«T?S> 

IM' h fc^tf 2 0 «S (TNF-aite^K5y<Z>2161- 
2180#B) ^JSi-S-fe^^DNAft-efcl?. @B^>J## 
10(1 rtUtdffittW^T^-fe^DNA^fcSo 

[0029] sfefc, ia?ij#*iitt, thifttfugfiy 
rm^DNAit^^ se>(^*fc> 

3 H -r^^O I L - 1 P3&&^f-<D<<( — 3 >•=* 

Suit r^fflMW^/yfty^DNAitfe 

So IE^IJ#-§-l 5tt\ -7^(7)TNF-a iftfzi^P 

^^i/x->>3 >^ K^Srgt^ O^gic^f^-r^T 

<PEGtf»UP LS^fig*5J:t53HfB!> e -^/Utf? 

^y/^^y ^^-N-^7/usS^KJS*ft i . o g 
^VttS) *3J:TJS-<>vMHr y - N - # /M< >BSJtok 
ftl- 0g (V^^tfc*!) *N, N-^fMM7 
^ K (DMF : *P3te«*X|£ttK) ©30ml 
U ^np^M (fO^^XHttK) 15ml?:M 

v' K (»^ft5000 : 0 * jftJJgttK) 4.0g£r^nn* 
yuA 15ml t:^Lt, -e^SfffiS: £ -^7/^-<^^ 

^fcU^rW^ 3 3 0ml <Z>;^^U3i— fvM^jiST 
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-y^:tjy©PEG^ns'^3Jl«yv- (PLS 

P) &#fco 

*J£#J2 

< I L - 1 /3tc:»i-ST^-fe^l!l*^fPrit>^y - 
JJv^y : i?y yGQ^ztfy -v — (PLS : v-^-^ttM) * 

r-^mmrn 1 plsp^ 

ufcr v^-tr - y ^ K (E^J## 2 

10 tt«^*»*Lfc 0 

[00 3 0] i-ftt>t>, »fiJc*ixfc«^ft:^3iiab*V^ 

m^mm^h^mmmm^^-y (0*^ y #r • y 

^^^/ KthK: tr/ls hyy]) — C3-GC UFC3 TGC 00 7^ 
? u**f- KdrPLS^fc^PLSPt^^MAti 
nM N 1 0 nM*5«J:tM 0 0 nMi:45 «t 5 L 

20 ^-y =r^c^ KSrTJi^WBU PLS^/yfir 

-p l s £B&fE-r£) ^PLSPtryfty^- 
a-y =f*^ u^KSl&ft: («t\ rvftyx-PL 

[oo3i]*^ ^tihcDm&frtoMf&^x&mv t> 

b< te«fc»4fe£ric<Z>tj|Wfci:. <£> 3 6 0 nm^ 

fc-f^ysiKo. o 2 yRttff 

m (pH = 7.2)T«Lfc 0 ^ElJHV^T^ 
30 ^ir • ^ y =0* ^ KiPLStKttPLS 

[0032] ^-y^^ K^aiStt 2 6 0 n mCO 

W*fn<£>»ttfcfc, PLStfc^PLSPtty 

ryfty^-PLS^J:(;ryf-ty^-PL 

40 S P <©#»&#J&S&«ffif T?*> 5 rir^^r^t°^y — 

(^/^^^>^A^^t°^ y — «SC*i!l3gB : CA 
PI-3000 , MCPD-3600 SPECTR0 MULTI CHANNEL DETECTOR 

HJ£0jJ 2 t«L/c T V^ir y^-PLS $o£XfT 
ty^-PLSPM*o IL-1 j3 j£^»»JSft**i» 

50 mmfi&zk \as^xtkmvit 0 
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[0 0 3 3] SBJfeMfSl: Hv^p77-^OT 9 3 7 
mm (± B *«jjStt») Srfflv^ 0 jNMSi#»*. 10% 
©FCS (Fetal Calf Serum : H^#6|g|±®!) £10 0 
unit/m 1 <£^^>y > (7^7«f^;n^?iK) 
ioJ:r;i 0 0 u g/m 1 (D^ h l// h^v^y 

•T^yn^-fiK) ^RPMIigi (P#F£4£fIM 

fTofc e i£^LfcU9 3 7 iBB/iaoiRf* h y^v^/i~f£ 

[0 0 3 4] SJ^MIRLTfct, 3X10 5 fl/mli:| 
fi! L/cU 9 3 7 ^J§&£^&> 0 . 15ml <7>ig*fe£ 9 6 ?C 

1 n g/m 1 CO 1 2 — o — tetradecanoyl — phorbol — 
1 3 -acetate (TP A : SfaftJWjgXJittB!) liSjltM 
Mg/mlcOLPS (i/^itS) *j8*0Ufc«, 
fi»J 2 -effr& Uc7 y;* - P L S £ fcfiT V 

^-PLSPSrjgSSDLfco *tJfi£ IT, ir^^D 

NA« (B3^JS-§-l*5j:U5 3) iPLS^fcfiPLSP 
t(DW&fc 0&^. irV-X-PLS^UHrV^-PL 

sp) . ryf^y^DNAiW^^wy^DNA 

[0 0 3 5] 2 4HIBW^a^3yft, - 70t 

Jb«f£>2 5 0 // i &»a»fcii£tf>*: 0 rtt&tt^^-ri^CE 

LISA) ^yh (IL-ljS ELISA System :T^i>^^l± 
M) MJ:9BflKLfc«. ^^p^w— by— ^— (^ 

^<DKm<ofc9kfimT >^>^mm, m^i l-i & 

DNA (ga^J#-^-2) tPLS*ftliPLSPi©*-& 
ffcf£, H2 {d^Lfc^*^ , -TS^JV (nM) Jr—#-Q 

I L 1 - 1 J^StS: 1 0 0%»SILfeo 1-fc;b*>. TV 
f tV^DNAiS^ 10 0 nMtlil 0 0%t£> I L- 

1 P jg^Mlffik 1 0 n MSStli 5 0 %cr) IL-ljS 
&±$mftL 1 nM^S-eti2 0%<D IL-1 

[0 0 3 6] — *»8R««^*rt-5r^-fev^D 

*tfMBe>*b. P L S P t ©^<t:0*nMt-^t? I 

l-i fl©*^»«iai*^«*5^ 0 i-**>*>. (S3 

f^L/t^^ , ryfty^-PLSP^I^n 

7yftV7DNAjKS*Sl 0/tMt9 0%£Jl±, 10 
0 nMT1i8 0%£X±<D I L- 1 pm±ffii%ffl&1n, 1 
0 nMiStli3 0%. 1 nMM&X*fc2 0%liC0 I L 

- 1 emOitimfflZftfro ^tu^ur. r>^±>^ 

-PLS(Z)»^I^ 10/zMiSt?5 0%P, 100 
nM£AT©»it-e«*?J 1 0%il<D IL-1 j3 j££MJ*J23 

[0 0 3 7] &3b\ ?igi--<#r <ir t LT, RCMI 
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H5fe0fJ3 km— <Dj?mz£y s ^^^a^^-ai— hSco 
fcttE-TS) ©IL-l j5K*»«!lja*S:«5SUfc. *s 

tds-e# £iV\fc>jh/rt^S;&^ I L — 1 jSlfi^W- 

10 -^2) f* N H2ir^Lfci:*5 9, 10/zMgST*2 0 
%<Z? IL-1 /3**Wft!iai*S:^-t"©*-T?*>ofco * 

4) tf^^ldj^ 03 fc^LfcJ: 5 10//MiSt 
m 4 0 %^S© I L - 1 0 ffi£ffiJ$IJ£^ Lfco 
Jfc«0J2 

^Jfiffi|3 ii^— o^ffi-e, 7yfiry^DNA (K#l# 

T> Tv^-^v^-y ^^^^^v^BSisi"^) ©il 
20 *59t?$>5 0 ^©y ^^^^ ffi3t£J:!9^-y 
a*, rv^irv^-y ^y^^^vf*. a^sss^rv 

^-terV^jgg (50/iM) -eS>S^t>d^t?e>-r, IL 
- 1 pm±toffl%}$ki*2 0%^SX*feofc 0 neg 
ative control i LtfflV^ty^DNAf BE#I#-g* 
1) £y #7 (£*T, ir^^-yTK 

*&ixi\ *-y =o*^ K^>ifg'&#st*^is»*se> 

30 4 

< TN F — a T V^ 1 ^ l/xm»<0{¥f£>&9\m 

-ai2i*fi-sr v^irv^^^/ (/yfty^-pis 
pfcWyfty^-PLS) SrfNSLfco 

[0 0 3 8] rtt^^TV^irV^^^KcioV^T. 
09 2 i|p|«l^»t)*5J:t^a:Ktt?Bfi£, ^-y=f^^u^ 

Hffi0iJ5 

mmm 4 -ef^ LfcT y^-PLSjb^oYyf 
ty^-PLSP ffl^ffco T N F — a jg±fflSJ8b**:!? 

[0 0 3 9] fc«:L, WdrLt^ ty^DNAi 
(iB^J#-§-5) iPLSSfcliPLSPi^* 

ty^-PLS^j:i;ty^-PLSP) , rvf 

D N AiM^ J: Tf-te y^DN A«^4^^^-^ 
ttfflV^fco 3iftl£©3i7^t>ixhft TNF 

-a ELISA System ( !7 =» v'tfcfil) Srffll/^Co ^©SS 
50 ^ N TNF-aifi : F^-v'3:-v'3>'3 KVi^t 



13 

0 O p MOi^^liTN F - a Ol^^: 8 0 

£Hfc 0 fc*3. 7^ty^ • i/^f KiS 

tPLSP tf^aSHv ^TN F - a jg^ftJBia**^ b 

[0 0 4 0] — TNF-alfifW^?^^ 

0) P L S P t OMf^H i; 5 T N F - a g»Mgl 
El6fc^bfcfc*stK /fni/x^ay^KVl: 

mryf^y^DNA (BE?«#-j§-6) ^plsp^ 
itmms 

^6) ^y^7x^fy i^ft^T 

TNF-att«I»JMtt2 0%8ST*fcofc e 

Jfca>ofc 0 £ b^, H7fclf*^bT^fcV^ 
tl^-^*ffi^J:?>. S-T (E5«##6) 
<Z>TNF-ajK£»SJ»»fcffl^b;fco 
S-7m^lt 10^MMtt)TNF-aI4 
»fH#l*f3 2 0%SST*feofc D 
JQfi« 6 

< C O X - 2 I^f57 V^ir ^^IK*<OfPric; >Ifi#l# 
^■1 1 (DT^-t^x * 3rV KfcJB^fcr 

7 V^-tr y^-PLSP SrffrS; bfc 0 
[0 0 4 1] roDT^^-fe-v^^feji^ov^r. Hjte«2 

*<0«W#8:iB£bfco 
*Jfc«7 

HttW6tMLfc7yf"fe^-PLSPWCOX- 

f*. *lfe«3©U 9 3 7i»/(atl^ — ^*ftT?fTV\ ftBJg 
[0 0 4 2] iti^Um 2. 8X10 4 fi/ml 



(8) 4$fH§±p9 - 1 7 6 0 3 8 

14 

^HJJStifcbfc. t^f, J:fl|*:»)&>fc:Et<9Bfe#, 3 0 
On 1 ORPM I «ift"e^*bfc«Ma*i!fe»b, i^T<£> 
WSfclil«bfc 0 #.r>^/K- N ryft^DNA«*i 

0. 15ml«jJDU 3 0Minng/mlOIL 
-10 (v*— Lot. B41399 ) Ml^lSCt 
JSiPLfco 7yft^DNA«*5J;r;7^'fe^- 
PLSPttlnM^&lOMM (ftS&SS) <£>|£*iii£: 

io !p«bfco 2^wy^a^>> 3 y(Z)^ JifS<^3 

00/i 1 i&Sfcl^bT*3Rbfc«. PGE 2 x 

7>ff^ryb (0*^— fe^-T^^y K. No. 8- 

6801) TfJRI^Lfeo 

[0 0 4 3] OTilt, lt»ffi|ia5S-r>^ 

i?y^*5j;^-yh7^77- (fP^$f£^?±K : Co 
de 074-03621) t T V^ir D N A&t (£* 

y A^o^y-^r— "cs>9, *i) 

20 K • ^c^V-Y—t UTiK< WfliSixT^So 

[0 0 4 4] 3fe*ttia8^bfci:*3 9T?»>9, s-r 

y f t ^ p g E 2 < M*l fc 0 m 

ffi^, 7yf-i?y^-> J -yf7y^77^a&t, 
P G E 2 ol»M(^< li^M^o fc 0 — ;*\ r. 

-PLSPH juM^— ^T?PGE a (^ffi^Sr«l*Wt- 
«]$tJLfe 0 -t-fcjbfe. 92% < I L - 1 0 j6*DH#) (DP 

[0 0 4 5] fc*5, ftBl^t^iirbT. MRb*:« 
30 mmmfoX* P G E 2 j^dfeffi*Ki*3 £ T & <b 

mmms 

3I*B«6 ^ L t{« L/c7 yf ir y 7 - P L S P 

[0 0 4 6] 3fe1\ 7yfty^DNA«*KTO*ft 
-e^bfc 0 DNA (1. 8 30D»^ixh, 5p 
m o 1 ) 2 7. 3 /z U h ^ bfeSSS* 1 

5. 7/i 1 N lOX^f-fgfS (2 5 0mMMI^ 
40 ^BKiRffft : PH7. 6) . 10 OmM DTT N T4 
tfy^W — (1 0 0^s/h/|i 1) , y- 

8 P-ATPl/il^|, 3 7t:^TlMS^ 

^K^r-^— if^^ b (SJBjSJS Code No. 2030 ) £rjf?^ 

[0 0 4 7] *t#MS^^H^M2 i:H«©t h-e^a 
77"^U9 3 7»lSt H«S09 7 i Pa<Z> t h »IS 

ae/iasrffifflbfco nffi^J7 tmm<D$kfcx\ ixio 6 

50 |±12 0 5 8, 6ml-12X75) ^TJS^bfco t 
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y^-PLS Pmi&<D5 0 ix 1 ^O^LT^^L. U9 3 
7 jm%&<DW>iifc\$ 1 n g/m 1 <D 1 2 — o -tetradecan 
oyl -phorbol - 1 3 -acetate (T P A : ^\%f^WtT. 
Hf±©D ^r^D^, 7m^-PLSP (ft^S 
ffi : 1 n g/m 1 frb 10/t g/m 1 ) SrjfiftlLTJS* 

miOM 1 5 0 0 r pm-ea^bTJNeflaSritlR 
±»4r»^»9 8feV^fco R^"t*, ^^t-y 

»PBSW3ml SrJn^LT 2|H<OjJfe»&tTofc«, 
l%OSDS ( Kf* i^/UBtil^ Mi C A) 5 0 0// 1 $r 

tl Oml (O^-i /^7n^ 9jSiK*:iDA.T}Rft:v^^^ 

[0 0 4 8] Siirtr, 3IJ6« 7 t Pfll^ S - 

— iro^Tt>P^i^S[|^Lfc 0 jBSteig9:j3J:Uqgi 0 

ty^-:/-yh7^77^f^t U9 3 7» 

m (0 9) -et>t hitHUffljis (hi o) tt>ryfty 

* D N A < *fflJf^F^3 JdfiBt y> i££ *L#d>o fco 

[0049] r^ifloryfty^-PLSP 

<xyKF^> >m$& is 3 7*/^ *Ji" £ fei 

3. 14*3j;i;i 5©ty^^l^tfKtfflV^ri 
Sr&t. Hlfi«l2 t^MT^r)^ I L- 1 /3 tn*t 
t57yfty7-PLSP, *5i:^r>^TNF-a 

tWt s r y f t y ^ - p l s p *M t , *©xyK 

[0 0 5 0] J: o r I WoSSl^M 1 1 

7yfty^-PLSPS«2 0 0// it 8~i05l 

ft©BALB/c*tvr?^ (H*S LCtt : 3$ 2 0 g) 

^m^foxmrn^t^^vh^^i/ (lps. Lot n 

o. 68692 W.E. coli055:B5. D i f c o ttJK) 2 
0 0 pl l^r)^iEM4LT, «B#WK£#Bft; 

[0 0 5 1] JBSteEl 1 1 ~BF 1 4 b*: t *3 y> xh 
GCAGCCATGG CAGAAGTACC 



(9) «fBB 5 P9 - 1 7 6 0 3 8 

16 

* ryf ty^-PLS Ptfflv^s^M, 

Lfc 0 lOOmg/kg jgS07 - P 

L S P £rg:^ Lfc^Mf*. 4 0 NPBUfcfrfc 9 ^tfi»Jtt 

[00 5 2] HI 2i^bfct*5f9, 10mg/ 

kgSg©7yfty^- PLSP^-Si^UcS 

5mg/kgI^7yfiry^-PLSP^ 
(^IHOmg/kg) 

[0053] 0 1 3 ttu T V^-fe y^-PLSP ^rS^ 
^l/:Wt^ 0 T^irV^-PLSP^SgKF^S 

b£-#S t><£>T*S>6 r t ifimitobtifro 
20 [0 0 5 4] ^ ib(^ s |EI 1 4M^bfci:*3?K IL-1 

^ 5 7 y f t y ^Ift t n f - a 6 7 y 

^>xmto<0»&&MAl,1tkZL*>. 3 0mg/kg 

^ssi*^ o &mmuyh^ftm < . 4 o b#p^<£>^ 

ivo ^7 f /^^»»^^:^v^Tfc«*t/clSIJa*:^■rri:^» 
[0 0 5 5] 

30 i£L<8ft?ULfca!K 

m&^M &m x « mm ^*t-r * te* ^ ^Ttg t * 
». 

[0 0 5 6] 
40 [SB^M] 

ga?lj^)g^ : 2 0 

ib^ij^s : mm 

t HL-l j3}S^^^-f — v^h >^ Kvir-g-tp 



20 

^IB^SS : 2 o 



9-176038 



sm<om : mm 
mm<onm : 
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MDNA 

GGTACTTCTG CCATGGCTGC 



W$m^ : 3 
Sa^'J^S^ : 2 0 

ia^ijoM : mm 



umm^r : 4 

K51<£>fi£ : 2 0 

se^j^m : mm 



ga?yog£ : 2 0 
ga^s : mm 



K?«*-g- : 6 
gS^lJ^e^ : 2 0 

e?«<z>s- : mm 



ga^J#^ : 7 
la^lj^g^ : 2 0 

is^jcoM : mm 



AGAGAGCTGT ACCCAGAGAG 



mm 



CTCTCTGGGT ACAGCTCTCT 



mm 



CCCTGGAAAG GACACCATGA 



mm 



TCATGGTGTC CTTTCCAGGG 



MDNA 

sa^ij 

CCAGGCAGTC AGTAAGTGTC 



Ba^lJS-^ : 8 
ia?lj<7>g£ : 2 0 

mm<om : mm 



%m<D$:£ : 2 0 

ga^ijcoM : 



ga^i#^- : 1 0 

ga?IJ<£>fi£ : 2 0 
ga?lj<£>® : 0flt 



ga^ij 



GACACTTACT GACTGCCTGG 



fi MDNA 

ga^j 

CTCCCTCCAG CAAACCCTCA 



ga^u 



TGAGGGTTTG CTGGAGGGAG 



ga^ij## : 1 1 

ga^lJCDS^ : 2 0 

ga^jcoM : SS£ 



18 



(10) 

20 

^nm<Dmm : m<Dmm mdna 
mm<o&m 

20 

★ Ba?U©aS : ftfe^SK ^DNA 
20 

^ga^ijosis : m&mm ^dna 

& t M N F - o Ifi?-©^ = i/x - i/ g KvSr-g-tP 
20 

+nme>mm : mcomm ^dna 



'#^-4 Y (1624— 



20 

ga?ij<£>#m 

1643#@) £rai> 



20 

mm<o^m 

20 

t bTNF-aafi^^^^^^f^ b (2161- 
2180#B) Sr-g-tr 



20 

mm^mm : m<vmm mdna 
ga^ij^^m 

ga^JS-^ 9 <DT V^Hr 
20 

K?«OttS : te£>i»K MDNA 



ga^u 
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TGCCCGCCGC TGCGATGCTC 

: i 2 

e?lj0>fi£ : 2 0 

E?'J 

GAGCATCGCA GCGGCGGGCA 

WM*^r : 1 3 
E5»J£>fi£ : 2 0 

mm<om : «gt 

E^JOflBB : HKOmm MDNA 
E#l 

GCAGCTATGG CAACTGTTCC 

E?'J#-& : 1 4 
E?«tf>fi£ : 2 0 

em<om : 

GGAACAGTTG CCATAGCTGC 

E?!l#-g- : 1 5 
E?U<Z>eS : 2 0 

wmom : 

E?1^«S : MDNA 
E?9 

ATCATGCTTT CTGTGCTCAT 

[Hi] ^ ^^Sl^fflV^S I t 5 P L S (Dfb« 

(a) ^PLSP^ftfS (b) T?fcS 0 

-fe^lHtt*3j;t^Jtttffil^J;S I L - 1 /3©m*«l*J3a 

[EI 3] E?ll#-§'4<ODNA«S:fflV^6t^ffittT^ 
irV^^^ocfct^it^J^J:^ I L — 1 j3©ai*«i*J3* 

[Hi 4] E^J#-^2^DNAm^fflV^^^f^:^3!Ettrvf : - 
■fe^^|g«*3j;t^tt:|8«iJ^J:S I L-l p <DM±nU^ 

[H5] E?»J#■&6©DNA«S^fflV^fcg^:l^^3!£^4TV^ 

ir >xmm& zTfttmrntz. j: 6 t n f - a (Djg^ffliMS* 

[H6] E?U##8*fctel 0^)DNA«^^f« 
[B7] E?»J#-§-6(ODNAftSrffiV^ta^ffittT>'^ 

ir >xmysi3£Tftt&mz. x & t n f - a 

[0 8] E^'J#-^l 1**1**1 2<DDNA«SrJflV 1 >fc©L 
&mt±T >xM%0te XXfttmiz J: £ P G E 2 Offi 



(11) 4$H^9 - 1 7 6 0 3 8 

20 

20 

* E59<£>«® : ^*DNA 
* E^JS^U^T^^ir^^^ 

20 

BSE59<E>«MS 

v^i L-l 0i&eT*<ZM^i^— KVSrg- 
20 

★ EW©«JR:<ft0>«l* MDNA 
E#lG>#* 

E^lJ#-^130T V^Mr 

20 

20 2 O^ScDTV^ir^^^ 

it 

20 

^sEttT V^ir y^»(OU 9 3 7 *M&^<7)Bt 9 

[Hi 01 EWS-g-l 1 2©DNA«ifflV^c 

30 ^i-^5^H"CS)So 

[HI 1] E^"J#-^2CDDNA^^ffl^^feL^ttrv 
^-fer > j* Wfa *5 J: it 8fc#I «fc 5 v K h * v- is 

[HI 2] S2^iS-§- 2 N Ai^ffl^^Ml£tt7 V 

So 

[Hi 3] E^jff2©DNAi^ffl^/;KStt7y 
[Hi 4] EJlJSf 2 t3 J; Uffi?IJ#f 6 OD N A 

<$> vfz?77mxh& 0 




/KiJ-'J£>-> : -b'J ^^UV-ffl^'-lxfU^^jD-ftfiSi*; (PL S P) 
( P EG(7)^gli5000) 



(13) 



4&M^9- 1 7 6 0 3 8 



[02] 



T V^-fe >^(1nM)-PLSP 

jT >5 1 -fe>:x(100nM)-PLSP 
■fe>^(10^M)-PLSP 
7>^-tr>X(lnM)-PLS 
7>5 1 -b>^(10nM)-PLS 
7>^"tr>X(100nM)-PLS 
-fe>^(10MM)-PLS 

t>^(lOwM) 
S-7>^-tlV^(10MM) 
U937 JUifc 




0 10 20 30 40 50 60 70 80 90 100 



I L-1 /9j£3E<Z)Pfi» (%) 



7^>^tr>X(1nM)-PLSP 
7>~F1z >X(10nNhPLSP 
7 7 >^-fe>^(1O0nM)-PLSP 
7 7 >^-b>^(10/xM)-PLSP 
t >^(10/iM)-PLSP 

7>^*>;*(10nM)-PLS 
7 r >^-b>X(100nM)-PLS 
T >^ l -b>^(10 i uM>-PLS 
-b>X(10>uM)-PLS 
S-^>^ir >^(10/xM) 
S--b>^(10>uM) 

ir>^(10/xM) 
U937#a 




mmW-9- 1 7 6 0 3 8 



[EM] 




1h 



(15) 



- 1 7 6 0 3 8 



nasi 



t >m >^C1 PM)- PLS P 
7 >*-fe > * C 1 OpM3- PLS P 
7 V^-fe > X ( 1 OOpM )- PLS P 
7>3 L -fe>XO0tf M)-PLSP 
-fe>;*(10/iM)-PLSP 
7V*"fe>*OpM)-PLS 

TV^-trV^ClOOpMj-PLS 
7>3 L -fe>>lOOuM)-PLS 
-fe>^(10uM)-PLS 
7>^t>^(10MM) 

U937 msa 




100 



[me] 



7>^*tV^C^PM)-PLSP 
7>5 1 -fe>^ClOpM)-PLSP 
7 >^ir >*(1 00pM)-PLS P 
7>^-tr>^(10uM)-PLSP 
-fe >^(10^M)-PLSP 
7V5 L t>^(1pM)-PLS 
7 V^-t V*(10pM)-PLS 
7 >X(100pM)-PLS 
7>^-fe>^(10*/M)-PLS 
-fe>^(10/xM)-PLS 

-fcVXOOjxM) 
U937 




100 



(17) 



- 1 7 6 0 3 



[B8] 



7>9H:>^(10iAM)-PL S P 
*^(10mM)-PLSP 

Synovival cell(Control) 
7*>9H=>*(10kM)-PLS P 
t>7(10^M)-PLS P 
7>«VX(10uM) y->h9V^77- 

Synovrva) cefl(CnntroJ) 




PGE2£0S^S(ng/ml) 



H9] 



[Ell 0] 



— 4 - 



E 3 
a 

e 

£ 2 




0.5 



Q. 
O 

9 




U937|fflfl&(DiggB$fg! (hr.) 



[in] 



1001 
90 
80 



rs 



70 
60 
SO 
40 
30 
20 
10 



1 control "I [ ant(sense[30mg/kfl. lj>T~\ 



A — A 



10 



15 



20 



I 



30ma/tco. Lv. 



25 



30 



35 



40 



Time / hr. 



(18) 



^m^9 - 1 7 6 0 3 8 



[mil] 




Time / hr. 



Hi 2] 



I anbsensef 1 Omq/kg) 



10 



■ffl — ffl- 



I 



Z 







15 



20 



25 



30 



35 



40 



Time / hr. 



(19) 



4#§l^9- 1 7 6 0 3 8 



[Ull 4] 




Time / hn 



(51) Int. CI. 6 

A 6 1 K 48/00 



C 0 7 H 21/04 
C 1 2 N 15/09 



A B X 
AC J 
ACK 
AC V 
ADA 
AD Y 
ADZ 



F I 

A 6 1 K 48/00 



9282- 4 B 



C 0 7 H 21/04 
C 1 2 N 15/00 



A B X 
AC J 
ACK 
AC V 
ADA 
ADY 
AD Z 



B 
A 



jK»»0< tfrfi«*-&lTM25#ll-g- ^ 
(72)#W# JH^ jR- 
<72)#0j# tR^f IS 



